Fluorescence in situ hybridisation (FISH) 
Abstract
Fluorescence in situ hybridisation (FISH) and conventional chromosome analysis were performed on a series of 52 patients with classical Williams-Beuren syndrome (WBS), suspected WBS, or supravalvular aortic stenosis (SVAS). In the classical WBS group, 22123 (96%) had a submicroscopic deletion ofthe elastin locus on chromosome 7, but the remaining patient had a unique interstitial deletion of chromosome 11 (del(1l)(q13.5q14.2)). In the suspected WBS group 2/22 (9%) patients had elastin deletions but a third patient had a complex karyotype including a ring chromosome 22 with a deletion of the long arm (r(22)(pll-ql3)). In the SVAS group, 1/7 (14%) had an elastin gene deletion, despite having normal development and minimal signs of WBS.
Overall, some patients with submicroscopic elastin deletions have fewer features of Williams-Beuren syndrome than those with other cytogenetic abnormalities. These results, therefore, emphasise the importance of a combined conventional and molecular cytogenetic approach to diagnosis and suggest that the degree to which submicroscopic deletions ofchromosome 7 extend beyond the elastin locus may explain some of the phenotypic Bc (FIG 5A, B Among the patients referred with SVAS/PPS, one out of seven (14%) also showed hemizygosity at the elastin locus and the remaining six did not.
.T 1.. 
PHENOTYPE:GENOTYPE CORRELATIONS
In order to determine if there is a subset c WBS features which are present at a greate frequency in those patients where a deletion a the elastin locus has been shown, the phenc typic characteristics of our deleted cases fror all three categories were compared with thos of the non-deleted cases from the classical an suspected WBS categories (fig 2) . Of (fig 3B, C) . Patient In conclusion, we have seen a wide range of phenotypes associated with a deletion at the elastin locus in this series. Since only full cheeks and a broad nasal tip were seen in all our deleted cases, the absence, even of developmental delay or the loquacious WBS personality, should not exclude a suspected WBS case from investigation with FISH especially if SVAS or PPS is present. Molecular studies to determine the size of deletions at the elastin locus correlated to the phenotypic features of patients should be the next line of investigation and may show the cause of the wide spectrum of severity observed in Williams-Beuren syndrome. The occurrence of three different cytogenetic abnormalities in this series, two of them apparently responsible for a WBS-like phenotype, is a reminder that conventional cytogenetics should not be omitted from investigations of WBS.
